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1 

"[#fffit*<D$SH] 

[it** i ) mfmomztim* iou ttoser** 6 

5 2fficDTyr;fe'X?<OT 5 /B£BE^fc£t?JkJEPrR1M8£ 

1st** 2 ] m?m<om?m-%r 1 <o i fitcDTyra* 6 5 

2{fc©Tyr*TNBT 5 J £r"£tf St** 1 J£lHS$;cD 

[it** 3 ] etmeqet.** 10-73 m.<n>k\^ 

b 5 2ffi:©Tyr*-C©T ? J WRM Sr^tf W** 1 KiB 
{ St** 4 1 IB?0*c5iB?l|## 1 CD 1 3 f&cDSer55> 6 

m.(o^fr k. 

[ft** 5 ] E?«^<OB3^J## 1 <D 1 {&CDTyrfr> 6 5 
2{iWyr4-e©7 5 7^12^6 ft 5 1***2 CcffilR 
K 0 

[It** 6 ] B*WE©BBJ8## 1 CD- 7 3{4cDAla;6> 
f.52 {&<DTyr* t?(DT % J ttE7tIft> & ft 3 ft** 3 
fEftfeO^T 0 ^ K. 

[It** 7] C**SST5 Kffc^TV^ Sf**l 
~ 6 cDVW* 4X/64^ISiJO'<7' : 9 : - K. 

[ft** 8] C3jd|.KGiy#f*»i,TV'»*v lt**i 
[ft** 9 J ia?a*e?K?g#^- 1 <o- 9 4ifccoMet*v 

691 ffiCOLeu* "COOT 5 / ^ga^JSr-g-tpft** 1 icfg 
m<r>**7?~ K c 

Ut** 1 0 ] E9^e>fi79*-9- 1 CO 1 6 fecDCys £ 
2 UttOCystaK yW'f F^bTV^s St** 
1 — 9 CDV n-^l-^lgcD-^T*^ Ko 

[St** 1 1 J BuSES^/vy ^ KSf#;&s-CH» -at -3(t 
•£-fcg&£;h/T^£, Sf**l 0 {c|E«o-^^ Ko 

[it** Hi m^mnm^m^- i © 3 &<z>Gin*> 6 

T> ft*3S2icfE^c07'3:y®iE5 f y^*"rS^^S 

Eft ** 1 3 1 mnmcom^m^ 1 © 1 <koTvr*» 6 
1 2&<oArg*t?(?>Ts ymmn&istrm&mi 2 me 

jRcd-?^ Ko 

[it ** 1 4 ] la^ij* (omzm-B- i<d 4 7 1 

6 5 2#£DTyr£T?(D7 S /*&Mfr£t*<"7"? KT'fc 
ot, »** 1 * fctt 2 fclSiiOT ? / ME$9&fBft?- 
SK#S:K^^-lirS'<7 , ' ; 3 i Ko 

Iff** 1 5 ] ia5lj*<DlH?lj##- 1 CO 4 5 &<DSerfr 
6 5 2fficDTyr£-C<DT 5 7 HIBM-fe-^tpft** 1 4 fc 
IBtfecO^^ Ko 

[it** i 6 j mmmcomzm^- 1 cd 4 o &cDAsn35» 

6 5 .2ffi<DTyr*-e©T 5 y Sffi^j^&Sf ** 1 4 tC 

[lt**i 7] c*t#rs KflsStVCl^Ss ft** 
14-16 cov ^-f Eifeco^T 0 ^ Ko" 
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[Sf** 1 8 } E?aSI©ffi?II#-f - 1 CO- 6 4<f£<DArg 
;d>6- 5 4-fjiCOArg^-C-cor 5 ^ ^ffiM§r#t>N a 5=-^ 
■ ^A^WMff^t^rt-S^^ Ko 

1 it** 1 9 3 mmmum^ \<r> - 7 3 &©Aia 

5 ,4flE<DAi:g&T?C9T5 /SeBB^Jtr^tP^xa/W 

[»*S2 0] C*»T$ Kffc£*VO^ ft** 
18ffcttl9 !CfBSJiO-<7°^ Ko 
[S»**2iJ c'jtdftfcGly^ftiPL-r^s, It** 
10 1 8 *fcf4 1 9 \Z.WM<0*<zf?- Ko 

tit** 2 2 1 mj\m<r>mm^% i©-ei {&<dti-p 

frb- 5 4$:<DArg£T?<D7 ? / K 
T-feoT s ft**l 9lcfB*fecOT $y^IE?iJS-^-f-5 
^Lftr^S^^-yrS^^ Ko 

I W** 2 3 ] iE?lJ*cc.|e?rj## I CD — 6 5 fficDPhe 
J&^6>- 5 4^CDArgm-t?<DT 5 J WSm^tsW^M 2 

2 fcffitgCD^T"^ Ko 

l!f**24] C»7 5 Kfll**VTV^«s It** 

2 24fc(J2 3 {CiEite<D-<:^ K. 
20 I St** 2 5 ] tuffi^^"^ K «r«fifrf 57 57 ®@B?1J 

©HO'>4< £t>l«j&***fc&*iTV' k *, lt**l 

~ 2 4 CDV^1*H*=>fcffi«CD^f - Ko 
' [ft**2 6] JScMttlSHa7C*T^SI$nTl/^Tyr 

^ttta&^vcv^, ft** 1 ~ 2 4 «?vvrH* k tc£*0 

^•T 5 ^ Ko 

Eft**2 7j lt**l~2 4C0V^-ftl,*4C|B«CD-^ 
■?.f- KSr => — Ki" S , D N AlB^'Jo 

[St** 2 8 I lB?tJ*CDga?U## 1 CD 4 8 S&tOAfr 
bGO 2^<DC*T"CD^*iB?'j%-stf, ft** 2 7fclE 
30 ^CDDNAl3?lj„ 

[ft** 2 9 ] IB^J^cDiB^J*-^ 1 <D 4 8 3 {4 CO Afr 
b6 0 5&oOC*Tf<Dlg3ESB^^tf, ft**2 7{C|B 
itCDDNAlH^Jo 

[St** 3 0 ] iB?IJftCOlB?IJ#-§- 1 CD 4 4 7 ffiCOT^ 
66 0 2{i(DC*T*(DS*iB?lj^tf> St** 2 7 iC|B 
stfcGO D N AlBi^iJo 

[St** 3 1 ] IB^WcDiB^J#-^ 1 CD 4 4 7{fc<Z>T;5» 
66 0 5<fe«>C*t?©tkiaE5W4r*tps It** 2 7ttB 

40 [St** 3 2 ] IB?Bi£cDia?iJ## 1 CO 2 2 8fiC0G^^ 

66 0 2#©C*T?©atiHEyJ«r£tf, It** 2 7{t^ 
©cDDNAia^Jo 

[St** 3 3 ] K?U*cDia?lJ## 1 CD 2 2 8 {icDG^ 
6 6 0 5{4C0C *-ecDS«iB?lj^f>, ft** 2 7 Jcffi 
iJOODNAffi^ljo. 

[ft** 3 4 ] SB?li^CDgB^|#-§- 1 <D 1 6 5 fitCOA* 1 

67 1 9ft<DT^-ecD|£SBa^J^tf. St.** 2 7 t-SB 
«CDDNAia?do 

[St** 3 5 ] ia?lMcDia?!J#^ 1 CD 2 5 5<fc©C> 
50 6 2 8 7 ffi©T'* -e<D±g*iB?U^#tf 4 St** 2 7 [tfi 
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$fetf>DNA&aj. 

[it** 3 e ] mn^<om^m^ i © 2 5 sffccoca* 

e.2 9 0{feCOGat?<DlE»ffiL3?8Sr-&tP. ft**2 7 IdfE 
fjfecODNAgB^ 

[git** 3 7 ] bthsogtw* i©2 2 8&©ga> 

6.2 8 7&<^T*t?©tia6E59*-&tfs tt**2 7 i'lH 
ttODNAia?!l„ 

lit** 3 s j m&mcompm^ 1622 8&<og** 

b 2 9 0flr^>G*-t?O*SaKE?JSr*tr. W*'*2 7 |CB 
m«ODNAia?IJo 

[ft** 3 9)' ffi^J*COi32?8## l©2«4ttOT«» 
fe 2 8 7ffiOT*t?«>*4£B?«ft ; 6-tPs ft**2 7fC|E 
SfecoDNf AlB?!Jc, 

[1***4 0 ] SB>lJ3gcDffi^## 1©2 5 2f©T^ 
h 2 8 7{40T*T^S*ffi?tj^tf, ft** 2 7 KB 
8©D N AiB^Bo 

[ it** 4 1 ] it** 2 7 ~ 4 0 CDV •>-f JW-lBliftCO 

DNAia^ij^-rs^^^ ^-c 

[ft*3S4 2 J ft** 4 1 fcC«©»a^^ 
[It** 4 3 1 ft** 1-17 V^-fflMZfSMCO^ 

tit** 4 4 } it** 4 3 tc£tt0>^:/^'K0|G&fr 
S-efcoT, $&l-s K<OC*«:grTS 

[tt**4 5] §g**l— 2 eco^friM^fEfico^ 

[It** 4 6 ] ^*0B9Mt# 1 <0 1 {icOTyr^ 
1 2&©Arg£-eoT 5 / MB^te«*;h,5W:»*MB* 
-TS, ft** 4 5 fclB^Cfitfro 

[It** 4 7 ] E?l!&0E?3** 1 CO 3 <DGlnJ&» 6> 

ft** 4 5 fclBR^tfa*. 

lit** 4 8 ] gB^JftCDlB^i*-^ 1 CO 4 7{Sjr(75Ile^ 
£> 5 2ttC0Tyr*t?C0T ? y HBMfc-^StbSftift'feiB. 
BKi-«> 1***4 5fclBtt<DtMk, 

[ft** 4 9} IE5lJftC0ia? f iJ#-f- 1©45 ffcCOSer^ 
fc> 5 2®coTyr*-CcoT 5 / lffi^J(E.-gf£*b 5 
■rt"*. It** 4 5 fcWft©0t# o 

[ft** 5 0 ] SB3?!l^coia?lJ#-§- 1 O 4 0 &ECOAsn;&> 
fe 5 2fcc0Tyr£T'C0T 5 y «E? F !llC'&*:ft.3W#«:» 

m-tZs it** 4 5tcE«i«>tt*. 

ttt** 5 1 J S^XOBTg** 1 CO — 6 1 ficOTrp 
[it** 5 2 ] K^J*co|aM#-§- 1 CO- 6 5 <£cOPhe 

frb- 5 4 fioArg* -ecor 5 y^iB^ifc^iitts^ 

tMt6, If** 4 5 tClB*©8Mfc, " 
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[ft** 5 3 ] mmr 5 / 0HE7ia> C*S»©* A-jK3f 
•>;VBS7 5 WbSftTt^, if**4 8~5 2<DWf 
■ - H**fcSBJ^C0ft#:o • . ' 

[ft*.* 5 4 ] ft** 1 — 26 ©V vf *li>*\Z.ffiMtff>-* 
V^^-i-^UM^. W**4 5 — 5 3COVvftl,;6> 

10 [»**5 5] St**l~i 1 iaXTfl 8~2 1<DV^ 

[ft** 5 6 ] ft** 4 5 — 5 3 COV^ 3 ttd4CiEScO 
Sfc#:**tf , ft** 1 - 2 6 COV \-T fl^^tmoXzft 

lit** 57] $ fc icft** i — 26 cov ^juwcia 

ttOrt^ KSr^tfs It** 5 6{ClB«co*y K 
[J&|l3«>»*PI:fcWMB) 
[000 1]. 

mM^f- KT?*>.5 TKW^^aHV (Adrenomedulli 
n) . *SiO«FT KW ^cor/n^w^ffco 

T ¥ \sJ.* °f at y >-N*4S 2 0 ^7°^ K (Proadrenomedu 
llin N-terrainal 20 peptide^ proAM-N20) ?t bt^KN a 

*SSslO-20^f- K (proAM-N (10-20)) iC^-TS,, &b 
lemmas *5BWHts t-h«6«il&«*»b»i**ivj» 
57 KW ^-7*3. y V ; T KW y V, proAM-N2 

30 0*3 ± VproAM-N ( 10-20) COHfatit'fs^ ; MM fc* t i 19 
=>— K^57Kl//^7»!) ^feiWcDtSSK^V 

7^3. y ^ N proAM-N20*5it)5proAM-N (10-20) CO^it* 
S ; 7 KWy 1 y >*3 ±t%oAM-N20tCfcH-.-5l7£ 

proAM-N20^^S-r5fc^COTs'-fe-f ; *J it^J^CO 

[0 00 2] 

5„ ast- h y 57 j»mm^-7?- k cbnpj > f y 

9 Af IJm^T"^ K (ANP) *3 i ^ >• K-fe y Vsfc if o «t 
^gSB^f-i: LT*nfe^TV>5„ r. CO 5 t>BNP*5 i'tJ'ANP 

[ooo3] m&mmk <r>mm*mm-t z-itmz., v^ 

50 r^J*M^-C'fe^o ^©J:5*«»#fflft-<^ 
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[0 0 0 4] 

[O O 0 5) #3&BJl©fl&cr> I gTFW^fay 
V „ 5£proAM-N20*5 £ I^proAM-N (1 0-20) $r a — K"T 5 

fflVvfcX KW^^a I) V, proAM-N20*5j;tJ«proAM-N(l 
0-20) ©«3ft^j&SrjlHfti-6 1 £ ' 

[0 0 0 6} *HKeO*e>fcgiJ©i&!m N «*T KW^ 20 
7*=. JJ Vd3iU^proM-N20^i-5fet#:, ^feW&rffi 
V^cf^m'fiOT KWjXf^ y IX:i3£UfproAM-N20&jr 

10 0 0 7] 

«SB#£>f4s jhJEEftTff 

[0008) ^sBro-^^ m % mmgtvm&m^ 1 

CD 1 3-fee?Ser^C) 5 2&<DTyr£-CC0r 5 

[0009]^ LVMWtiMlftfHu ±IB^7°^ Ftt, 
m?m<Z>W&Wr-%r 1 CO 1 &£OTyr*>?> 5 2 {4 CO Ty rife TO 

[ooio] bv^*Mf«an?t4 N ±te^r^ kmc, 

E?lj*COga?0#^-2 CO- 7 3-ficOAla^ife. 5 2$L<D7yr$. 

[0011] W ±m^<7 r f- K«\ 40 

WEM&<t>Bm9$rl<D 1 34££9Ser#>6> 5 2firC0Tyr1i t? 

[0012] UV^*16««-Ctt> ±1B^^ Ktt, 
B?WcDffi?IJ#-§-l CO 1 &C0Tyr^fe 5 2;|fc©Tyr4T?© 

[0013] U^jgHMTrttt -hiE^r^ KHU 
lH^!l*C0iaM#-§- ICO- 7 3 ttCOAla^ t» 6 2 {£<30Tyr £ . 

[0014] LV^lB«at-eHts ±lB"«7'7 t Kit, 
C*i^7 5Kft^fl-CV^„ ' 50 
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[0015] L.V^SEJtffll«tT?B:, ±15^^ KB:, 
C5feig(CGly^f^pbTV^ 0 

[-0 0 1 e] sf^Li/^mi^T:«,' mm<r>-mm% 

1 CO— 9 4ffiCDMet/5*fe, 9 1 {fecOLeu^ T'COT 5 7 WSM 
&"^tro i CO 5 *>, - 9 4-|&<OMetd^- 7 4<£cOThr& 

[0017] LV^^SS^-e» s ±M^3~ KH:, 
IEJU*COffi?8#^- 1 16fei21 fS:OCys^^^;V7 

[0018] .gj* LV^M$rr«: s ±|B^7°^ Ktt, 
ia?y*OS? ; iJ## l<7>16{iE<b21 &COCys^ i 6 

[0019 ) *mm&iziz, m&mvmrn^- i©3t 

©GlnA"fi>l 2f±C0Arg^T?OT5 /8ffl3?!l&"^, SB?S 
^CO@a^J#-f - 1 CO 1 tk<DTyri>> 5 2ffc«0Tyr£ i?tOT 5 

5r. mm»<Dtii&m-%-l<Q3&<DGlnfa1bl 2 

&C0Ajrg£ t\ 5 V MAia^i^coiB^J®-^- 1 CO 1 fitOTyr 
^fe 1 2&<JDArg&-C<or 5 yBtE^AifeftS^^ K 
T?*> !» , KHCfiteftT Kf^ t** y. vco 

[0 020] *^Kf**fc, lH?«COiB^J#-§- 1 CO 4 7 
•f£coiled^£>5 2i4cOTyr*-T'COT 5 yMa^fJ^^ S3 
?«C0B?IJ#^ 1 <D 1 3-fi<0Ser^6 5 2&©TyrtT'C0 

i"5o ^Jjtffs l3^J*C0ia^J#-§- 1 CO 4 7^(7>Iled^f> 
5 2^cOTyr*T:\ ia^J*©ia?U#^- 1 CO 4 SfSOSer^i^ 
^>5 2f£C0Tyrl£-t\ &SVI*E5H*©iByir#^- 1 CD 4 
0 fifc<OAsnd=> b52 &©Iyr* ^CcOT 5 / ^ia?(l^ 6> 
KT'fo 9 % C fi b (0^7°^ Ktt^T K t^y 
a y >-OC*^igcoiB?iJ(^JE£:-rs. r^fcfSSv&fO 

[002 1] 'jf * L^*iteS«T'i*, i«jW*T'K W 
/-t 2- ^ y vcoc5Sffi#ifi<Di3?iJ^^i-5-<^ 

[0 02 2] 7£¥&m<D & h i^oo^^- Ktts K^co 
ia?U## 1 CO- 6 4{£cOArg^is>- 5 4 ScOArg^-CCOT 

s j mmm^^ z. <o^^ ks, n a ^-r 
*j#ffi&wi-5„ sa?ij*coiajij#^ico-7 3 

fecOAla^^fe- 5 4f4C0Arg^T*C0T 5 / ^1B?'J tr"§-* s 

[0 02 3] LV^ffi^«T1±, ±fer/nT KW/» 
^7^3. !) v©N*SSKyf K«, c»7 5 KftSJx 

[0024] v^mmmmx^ ±m?vT vuj 
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■[oo25] jfcswjtt* ®?m<om$m%r i © - e 

a{S£toTrp*»lb- 5 4&<DArg"£~ecDTS yg^a^Jtr^ 
^, E?ij*WlE?fl#-^ 1 CD- 7 3fic5Alaj5»fe- 5'4t 
cDArg4i?cDX 5: yg?ia^J£fgf$i~£^ifc£M£,5*£ 

1 &<DTrp*>t>- 5 4&<0Arg-S "C, V>J4ia?ll*cDlE 
^J#H§- 1 CD- 6 5 ffi<DPhed=> <o - 5 4 #KDArg* TNDT 5 
y MBJl^fefca^:/? 1 K-cabD , Z.ilhoX'ff- KB: 

[00 2 6] 04 UV^HJS^-eta. ±|EproAM-N20cD 

[0 0 2 7] JnlS^^ K«*7b, Ktr«J*1- 

4W 

[00 28] ±K^f Kttfcfc* JS*14IHffi5c3(tT?« 
^ £ixT V ^ Tyr ^#*D $ fhX V YC J: V \ 
[00 2 9] ;*3S9!cDDNAKi5»lt4, ±1B<DV ^iTM^Z. 

[0 0 3 0] &4LV^MM§-??tit, J=ISDNAg2<F8 
»4, ■ ia?fJ*£DBB?IJ## 1 (D 4 8 3tWA^b6 0 2&CD 
C * T? cD^SS^lj Sr^tr 0 

[0 0 3 1] L-V^Jftlfrfll-CH:, _tlBDNAg2?!j 
(4, ia?!l*cDia^J#^- 1 CD 4 8 3(£cDA;c>& 6 0 5fe© 

[00 3 2] 04 UV^3te!lS«flt"CHt N ifBDNAffi^i 
{•is K5H*<D^y#-§-l (D4 4'7fit<DT^fc 6 0 2&<D 
C*t?fl9aa£BEwi*r*tf. 

[0033] uv^Sfejg$s-ef4, -tiaDN Amm 30 

ft, Em«EWfl04 4 7ffi©m6 0 5<f£cD 
C*T-(Dife»iE?!l^tfp 

10 0 3 4] LV^MtffT^, ±IBDN AIB^IJ' 
(4, IB?iJ*cDia?iJ## 1 <D 2 2 8ft©G^b 6 0 2{£<D 
C^Tf(D^»ia?IJ^^ti>o 

[00 3 5] UV>^JfeM#-trf-±, ifBDN AIH^J 
ft, iS?!McDia?lj#"§- 1 <D 2 2 8ft<0G^P> 6 0 5{£<D 

[0 0 3 6] »*LV^3te>S»«-CH:, lEDNAIM 
14, ffi^JSe<Dga3aj#^ l CD 1 6 5&tDAj&»f> 7 1 9&<D 40 

[00 3 7] 04 Ll^jMMHrCtt:, Jti&DNAiEJIJ 
(4, ia?!J^cDia^j## 1 CD 2 5 5(fc£>ca>& 2 8 7ffiO 

10 0 3 8] 04 LV^JSlS#-T*{t, ±f5DNA§a?lJ 

t4, ia?»cDia^j#^- 1 cd 3 5 5{fc<oc*»e>2 9 offccD 
G*-rcDffiSia?ij^-^tfo 

[00 3 9] 04 L^S8Kfi»T?l4s ±|BDN AlE?lJ 
(4, iB^JHcDia^]## 1 © 2 2 8&<DG^6>2 8 7<f£cD 
T£-?ft>ttttE*l«rfrtr. ' 50 
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[0 0 4 0] 04 LV»5iJfe«M&T?14, JifSDN Affi^ij 
ft, K5lifS<D@2?y#* 1 <D 2 2 8ft©G*^2 9 OftcD 

[0 0 4 1] 0* ^lafefStRTfttH ±IBD NAM 
f4, K?fj*cDga^J#-§-l'<D 2 6 4&cDT^fe 2 8 7&cD 

[0 0 4 2} m-^^-'mmmmx'ti., ±w.vnaupl 

it, ia^l*CDia?lJ*# 1 CD 2 5 2tecDT»»e>"2 8 7fi£cD 

[0 0 4 3] &mwi<vmm^ ? -it, ±%E,<?>^-ftifr 

}t|B«<DDNAia?IJ^*-i-5. 

[oo44]. ^mm<owmmmm-±, ±.m^m^# 9— 

[0.0 4 5] #?&W<D-<:/^ KfeSGfr*- S*l*i4, ±« 
[0 0 4 6] #*Lt>3WWMrt?tt!» ±^7"f K&K 

5ii-s^ifef4, _ is fete, ^yf F©c*igt7.5 K-fbi- 

[0 0 4 7] *»W<35tttt:i± % _h«Wf fuHcWft©-* 

[oo48] 04 vv&mmti-ztty ±iBttfrtt, pa?!i 

^<DiE?U## 1 CD lflt<OTyr*»e» 1 2fecDArg^T'CDZ 5 
j mm * fc (4^T 5 y (c* 4 *v s * , «R 

[0049] »f Llr^*«»»T?tt,- ±ISlaftl4, ia?lJ 
^cDia?fJ## 1 <D 3fecDGln^b 1 2&<DArg* TcDT 5 

[0 0 5 0] ^4U^l*«®«-ef4, ±isft:#:ft, en 

^cDia^ljS-^ 1 CD 4 7fi£cDlle^£. 5 2{i«DTyr^T<DT 

loos i ] ^bv^*ffisi«-ei4, ±«tftflctt» ia^ij 

*CDia?IJ#-^- 1 CD 4 5tt<DSer*»€> 5 2^£cDTyr* TO7 

[o o 5 2] m-t. L^mmmm-^it, ±ia^{4, mm 

^cDlB?ij#^-l CD 4 Ote(DAsn;c>t> 5 2 fit CD Tyr ^"C CD T 

[0 0-5 3] »*LV^SOttB*T?Hts ±Btt#»4, 
*cDia^J##l CD -6 l&©Trp*»e>-5 4fecDArglfet? 
cDT 5 y ®@a?ij*fc}4^T 5 / BME?!!K:-&**L«*|5^* 

[0 0 5 4] ■»* UV^WHWH-Ctt, ±«ttftttt, fen 
^cDBa?sJ## l CD- 6 5&<DPhe^fe- 5 4 ©cDArg^ t? 

cdT 5 y Mia^iJ^Tt t4^r s: y ^ga^iii-^-^ns^* 

[0 0 5 5] »*bV»SIJfe*«,-T?r±, ±IESt#:{4, C* 
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&go#/vsj?^->/v£asr s K-fb^^Tv^T 5: /man 

[00 5 6] ff* L^SOfeifcHtTfH:, ifSia&Sl, *Ky' 
^ u —i'A'&ifct. fetter y ^ n — ?vHfi#T*a> 5. 

(0 0 5 7] aMfiWO*a^«j«)ej£»± v JifEfiOWfti 
Mzmk^^f- KSr^i-SH^*'. ±lBOV^-T*v*». 

[0 0 5 8] #»l»©jiLjE|*T*. M&$mm, *fctt 10 

t0 0 5 9] *»B<0*y H±, ±12601/^^*^15* 

[00 60]> 0* LV^3Wtt«t#T*tt, -klB^y MS, S 
[0 0 6 1] I. fi 
"t"5o 20 

[0 0 6 2] rxFP-y^^yyj iit i 
-e#e>*v$ 1 h 6*©r kw^ v 4- ^ y ia?tj*co 

SB?fJ#-§- 1 CO 1 ffc<50Tyra=> £> 5 2 {SfccDTyr^-C^T 5 /W. 
?!McoE?!!#^ 2 CO 1 ffiC9Tyr^f> 5 24£cOTyr£-C<DT 

*tS diffract S^#ir^*nco, js/icflawSKt 
e*<OgfegE£r-gtfT 5 7 ^IH^Jtt, ^toff fc-^ns t> 30 

[0 0 6 3] |S?lJ*<7>ia?IJ## 1 CD - 9 4 ffifiOMet^fe 

[0 0 6 4] r/D7Kl/y^f^y>N«2 0^7' 
f-K ( P roAM-N20) J ill, *fj»fc. *f=>/V7?y^ 40 

O-?^ Ktt, iB?lJ^COIE?lJ|t# 1 CO- 7 3ffcCDAla;6» 
6>-5 4&oOArg*TfCOT5iy^K?!I^b^'5o r^"o 
TKv;^aP ^N^IO-20-^^ K (proAM-N(10- 

20)) j ta. watt, n ^^i-muimzm-f 

tt, IS?a*C0lB?lJ#^- 1 CO - 6 4kcOArgJ&>S)~ S4t 
COArgS -etOT 5 J ^fa?U#* 6> £ proAM-N20*J «tl/pr 50 
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oAM-N (10-20) 604§-£- % , £ *l fe COSB^J }C &-f L % Pg^ $ 

5t>C0ii-5„ rH^CO^T 1 ^ KCOC^Sfgf*, 7? K{t 

[0 0 6 5] rc*«C0T5.K^J itt, ^^KCO^ 
IfpKlScoi o£:VM,\ ^.ff- )?<OC3sMT 5 /^coco 
OHS^s, conh, dfcfcv> 5. ^frrt 

SSSS^PfTCOigm-C, C5|5fllrs KffccOJ; 5*<fc*£JS 

s ^ x. fiLys-Argfc 5 V > ttArg-Argfc £<D&M$ET $ 7 
i, $1 1435-1461M (1989) ) „ 

[006 6] ^pj^#t?tt s c*»*cotm©a#©--s7' 
^ F*. FCX-Y] C jfei^T 5 yfcrzrff- 

[0 0 6 7] KXS^ r^gE^flSKSiS 

^#fcELISAfc V ~>t4EIAO <t 5 ^^^fjgtdV^tl^l- 
[0 0 6 8] II. aMgnfcJBfc^ftsartfe 

[0069] &T\c#mm\cn </^*5— fe«>*-^Sr^ 

[0 07 0] (1) 7Kl//^y a yy©||||*5j:tJ t il 

[0071] r fu; y >-C0*tSg«, ^j^Li*^ 

So ^:C0^ iL/J-«c AMPC0&!4co±#£^— ^— f 
SCifcioT, @KcOTK^/77 ? ^y>'^tf79 

[0 0 7 2] Jfil/^c AMP<Om^<O±M-C0t~^-~ (C 

y7^7^7 - ^v^f-ftA" sKy-^^K (VI 
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w ax^^h^mBT-mm^ 1 ^ k (cgrp) (k 

itamurafe, Biochem. Biophys. Res. Comtnun. , 185, 13 
4-141 (1992)) ?fcifOfe^6ti^®tt/«C^^Ftr^l 

[0 0 7 3] £<DJ: 5«-UT#6.n6$tMT KW^r 

[0 0 74] (2) 7 KW ^-x* L» ^(D^WrffB 
±|B (1). 03± 5i-bT#fe^fcT KW ^-5^ a 5J V«0 

skMrnrfprn®. ? v vmr v y pawir-*^ 

K (BNP) fco^T$&S£ftTV^©£l38lO*Sc (Kit 
abs Bur. J. Pharmacol., 202, 73-79 (1991)) (Cfc 0 

tJt^t5r tfcioT, fifcigT'^S. 
[0 0 7 5] (3) TKW^fsUV^cDNA©? 

*«i©T K W !J V^a- KtSDNAm 

'*3SSS<DT KW^fa y K-f-5 
cDNAIt filill tt-WftiiawiRNAHc 30 
DNAy-f^U- (^i£) Srffc*U ^-f^y- 

[0 0 7 6] (A) DNA/b-^©M 
7 K W 3 y Kt5 c DN Alt ffljL&K 

c DNA5-f ^7 y TKV 
J ^xa y y©cDN AO^ n— 5 7° 

o-o^ fSx^s 3;wi:5tttM$^5, 40 

[0 0 7 7] *i\ _bfE (1) «-ef6M7h>^ 

[0 0 7 8] »fc^P-7*?;Mt5i^s 
ffi-yy7^->3y (PCR) IWDNAT'y'f? 
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ft, 08;fc«cT KV/^fiD vdS#<#feLTV>5r t 
MlfeM&ffi^Mf cDNAlffi 

i/-»-6rt^-e#-5„ ^©i^ibNAit t K 

czynski, P. 6, Anal. Biochem., 162, 156-159 (198 
7)) l:ioT.RNA^iiiJL v iORNAHcDNA 
*rW«-t-**SSH:J:5s t#fc^5„ RNAHCcDN 
A<7>8SMf*n *-f, yy4~^ — &rRN AtcT^— 

[0 07 9] fcS^tt:, ^©T'o-^fi, fc K£tfl.«DH| 
#5tfe*©T KW^fa y >-4r = - Kt5DNA^e># 

W^fa.!)y4r'a-Kt5DNASr, t hft3fc'©T K 
I/ / ^fa !) Via - KtSDNA^^ !) - = y^t 

So 

[0 0 8 0] ^0±MdLT#fen7c^n— t^&TOL 

-t, eiTo*^ y-=Vi/(j:ffiv>5-i^-et«. 
[0081] (b) 9^ y — odj^^ y — 

^iKr^-e^co^i-ioT, ffflltT**. cDN 
A^/^P- CjW^&tt, 09*:HC. Hyunh,V.T. fe, 
DNA Cloning Techniques - A Practical Approach (IRL 

Press, Oxford, 1984), f£ fflllOkayamajo £ OBerg, 
Mol. Cell Biol. (1983) 3 : 280-289^ B8 & *t T >A 5 . 

[0 0 8 2] iSlfccDNA7^ /?P- ^ai^^ 
#Tt, _h|3 (A) ©J;5iaTHt)ltfc7*D^ffl 
V^T^.^ y— — y^.t, |«07KW^f*y>lr= 
-KtecDNAtfftr, BHEfe^B — ■ 

[0 0 8 3] ( C) c D N A©mXlS5lJ©^ 
±IB (B) ^Tllbtlfc|i)OaMy7^5 KdffA 

m-tL^m^xmmi-, *fr^ix<z>cDNAiwt«r#*ai 

SfcS'— irzclsx.*<9 9 — , mktS.^ BlueScript'f'^-y- 

[008 4] (4) 7KU//:f 3 .PV, ^©ti^ 
V^^K, 7 , P7KW^7 f >y>N»2 0^7 , f K 

(proAM-N20) , ttflE^jftffl^-tiXfeoBfJts *5£l^ 
a T 9*3. y VN^flglO-SO-ST*?- K (proAM-N(l 

0-20)) <nv?m 

■$mm<r>7 kw ^f»p ^towmw-? >;<t>w-. 

poroAM-N20, fofcft&Moy^fhbi&Wift^ *5j;T^proAM-N 

(io-2o)i*, m*'<Dj?&r'ftf&&iTMz><, .^tfihoy^m 
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So c(DWti£^f«t5S^, TK^^fa!) 
Jt\ *5 i t%roAM-N(l 0-20) £=i~ K"t" SDN Al2?(|}3\ 
*BK*S J: U^tSD* D N AEWSrflTf «»SnE»#©ftSfift 

[0 0 8 5] WM±^0^t L-Ttt, E. coli, ^A-X 

Mr, jsttf-tofco^^yPTJPJBv&nc -to J: 

i:Sr*tfr9>5 K-**^— iWlv^&ih-S. E. 
colics ASlfcfcfcts E.coli*5fe£D7°y^5 FXfcS, 

JcTJ^^ h— ^T'a^— (Change Nature (197 
7) 198, 1056) N h (Goed 
del£>. Nucleic Acids Res. (1980) 8:4057) „ $$i.Xl 

■o^fi: (Shimatake, Nature (1981) 292:128) ©J: 5* 
— ^K:JS**fc;ivC<^<5:/n-=e— — &jft,S„ 
[0 0 8 6] Ltfi, W^ttflMWiffiV^ 

So ixtf, BH^fS, pYEUra3 (Clontech) SrffiV>"Olg 

I- — h=¥i — -^cDfcfc^^P^— ^— (Hitzetnan^, J. 
Biol. Chem. (1980) 255:2073) tfS-g-^ftS. ffiOT°c 

pl3#> M# bfrfcLm^^g) 3fe<0 %tf> § ft 5 . 
[0 08 7] jgi5O&»ifyg:/0 jJr~|C» N * * n 'f- 

sv4 oft*oin»j*fctta)ti7'P*— ^ 

t"r-C0£ $f£fll,<D$'{ As^-ZfU^— 

S. 

[oo88] ^-^^^i«fc^A-rs 

-^OMU^s proAM-N20, thf»©»^ -*fc 
i±proAM-N (10-20) & ^(D^f- KdS#£>ftS. 

[0 0 8 9] c*«&a*T$ F-fb$tux^s^y°^K^# 
XT 5 K*fcf-*WStJ:v\ 
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[0 0 9 0] JtBT Kl^/Zf^ V l/i£}s<r>'<-?f K© 

So cm&WTs. Kte<*nx^s^:/^Kt3\ ^VXt 

K)J ATSi/^V&fflV^T. ^/f Kt^ttC* 
SIX 5 / ^^^PlftN^T S y »*T?«1|S«I*DCC/H0 

jj ( j, y y * A-*'>flKfc) T\ B 

10 [0 0 9 1] PxAsyj KS§-&tt s gjx.fcf., a*$SIMfc;* 
fc«as JteiMbJW t?^^ K«rKMb-f5 rtKiO^ 

«\ Jl*BO*fe (0. Keller Helv. Chim. Acta (197 
4) 57:1253) fciKfr^S. —^(C, 5?J*A:7 -f Kift 
•^•Sr-CHs-CH, -m&\£WWFZ> iiti^ i>x;i'7 

[0092] (5) rh^/^fayy 

(proAM-N20) „ mtftl&m&^frlbOWrfr. *5i^y 
20 OX Ki^y^fa y ^N^lO-20^7 0 ^ K (proAM"N(l 

0-20)) <owmt 

proAM-N20, ^#:^M<D-¥rtLfe©WrJt. *3 J; t)SproAM-N 
(10-20) tt, ^MttlSlutTci^, ffiffH, «c3fc«j|jfcifC« 

[0 0 9 3] SlltklffiV^ttS^cSttePHa^W:, "C, 
9 H, ,S .P, Is 181 I * if #ii 125 I*t«Ht 

30 "yff— iflfes lodogenfe, f >vs V ^ — jft^e if J; 

[0 0 9 4] StSl^jt^SMIi UTi*. 
hte if 

[0 0'9 5] tRBSSHfc-i^Ktt. hl'-f-iL 

So 

[0 0 9 6] (6) 7Ku-/^f a yy > ^fe«|jt, *3 
£U«proAM-N20(O^^WSlJftfe 

STjSr ; t$M*mn (Mx.fi, W^P7*l^hifett 
50 lifilfeftir^y^a^-hL, ^^{wSfeMffil^fe 
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yum, mm. *tc\m%mw^m\>ittiifi.n?*7y 

'.«C, '" I, '" Isfeif^tf.fetL. UWHI 

if, *j8§®0-#:7^ h v^— if ft 4fds*>t>, 

fti^&So L*^U r*v&}£K^&;fr3t>^13ft 
V\ 

[0 0 9 7] ftftS^ttS-f, TK^^faDi', pr 
oAM-N20, fcSl/^^ixfeWllf^CO^^K, ^Jxt-fs 
ia^lJ*£0ia^J#^l<?D3&(DGln*^ 1 2ffiWArg*-C% 
IB?IJ* COlE?IJ#-§- 1 ?>1 -fiEi^Tyr/j^ ^12 {frOArgfi t? 4 20 
m?^(Om?m^- 1 W 4 7tiL<7>Uefrtb 5 2te<DTyr:£ 
"Cs lE^M^IB^JS^ X CD 4 5 #E©Ser;5=> b 5 2 fecDTyr 
*T\ &3VH£lE^Mc9iE?y##lc0 4 OffiOAsnd^ 

5 2 &<7>Tyr* TfOT $ / ^lB?l]tf>T 3; / mM&l&^ts- 

K, WM&QWM&ft 1 CD- 6 1 f£©T*pi&»fc- 5 4 it 
cDArg ;§= T? , ia?lj*cDSB?lj#-§- 1 <D - 6 5 &<DPhe;5 » ?> - 
5 4itL<OArg^.X-(OT S. /mmn^tt^^- K, £fc 
ft ^ h <OT S. / geEjiitr^^opr oAM-N20.3Tl&fiSi- 30 

75>K "7l*-=¥, -PhD, fc»v^tt-y¥©J;5 

SfWJ&ft if © £ 5 ft £ n-fr $ :/ y ' K— t 

fifcbfc^, K— fe^e / ^ cr —-)- /v%fiW%: 

[oo9 8] m^, %m^m^-k.%,mm.tn—co^M^: 

«*©-«^Kfc, 1ft&gEfc]<a?m& 4p 
-ft- Lfc**ttJDS 1 8t*fc*N(> Lt v ^ v ^ffttftlK t £31 

TSo z<Dw$&&y7 7\zL.x^m&m*nz>c, 
[oo9 9] ?fesc, ±m<DR^mz.mm^<D^¥wm^i 
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[oioo] fyhM'yfW^ M*.tf*1\ r K 
uj tf*. ]) ^(D^fts^f I — :/lc*H-;5 2®3g<o#c 

'[0 10 1] JbfERfeaMc, .TWdiomWSr&tfWWtr 

[01021 ^m^mfemcm^zum*-. m%e>?& 

[0103] ( 7 ) proAM-N20£D#^ =/V7 5 

*± s JUT<Oj;5l£Lr««t?*5. 1"ftfc*>s 

«* •> ^M»tt«»l^proAM-N20SrSR!bP UT-f > * a 

S*fl8 1 lt«i-S r. t tc J; 9 f £ 0 

[0104] ( 8 ) proAM-N (10-20) CON a ^ V^/V(C 

^BjOproAM-N (10-20) CON a ^*Mz.#-fZ{ / Em 
B(T<??«fc?KlL.TfflliS-e#-5o 1"ft*3*>, 
J«« ^ ^MWMWWIBSrproAM-N (10-20) Lfc^, 
jb^a— J; © 2E N a lA?rI#'> 

[0 10 5] (9) T KVy ^t 5 '^ y V, -^cObS®^^ 
y/^f, proAM-N20*3 J^proAM-N (10-20) <Dffi)i fc ^ 

[0106] ^§g£OproAM-N20{4; *f3A-7?^ 

*«j«w^ffl*#i-sfc«>, SjfeJBE©msift^©*7 i =t/w 

[0107] *^B^(7>proAM-N (10-20) f4, Naft^ 
JlsffimtRi Irlf-t-Sfc*, KjfcJEcOf^ft i"cr>N a ^-t. 

[0108] ^S©7 Kvy^fa y V, ^rcOW^f* 
^^/"t^H, proAM-N20*J i t^proAM-N (10-20) ft, Remin 
gton' s Pharmaceutical Sciences, Mack Publishing 



17 

HkgSl TKW^f^U ^TfttSftO. lnmol-3. 0 
ranolTfcSa 

[0 10 9] imm<OT YUJ **fzL y ^<7)MfW* 
?>v^fL proA3khN20*5J:O J proAM"-N(lCH20)tt, 

^ f, proAM-N20fe ± I/proAM-N (10-20) (D C 

T\ *<P**K#LTt>J:V\ 
JO 1 1 1) 

I 0,1 12] C^ffi^jl) 

T„ Kitamurabv Biochenh Biophys. Res. Commun. , 18 
5, 134-141 (1992)teB*^<t-5fcbTff-ofc p 

4«fO 1 MI^*T10^W#*b-C, 
-fXLfc, ^^^^XLfc^OBflBjRSr, 2O,O00Xg 

*.~T*lfc Ufc. »SttlRft7K-e2«K:Uv C 
- 18i^ y * ^Vv^7 9 A (270ml , Chemco LS-S0KB 0DS) 

umm (TFA) Sr^tf, 60%CHi CNT?»H3L,fc. *ttj 
»4:3i^#v— h L, 1 Mt»-T*Tflfl;S**:SP--fe7 
X^^CH^yA (H + I s 2X15cnu ^r^^^> 

y^^-WK (pH5,o> K£%> t^mm iaot, 
sp-i nBpr ft tt77T>;^ g-5o ^ a»« jg ic±ot $m 

Lfc e -^^(DfSttM^fe^O^r^, Kitamura£>, ft 
$k t.|E<t©a!J"e*«* l-ftfr^ 135mM NaCl N 2mM 
EDTA, 5mM ^/Vri— 10mM^^^^ U V, loraM 
* (pH 7.5) ^tP«B#*fcflt«fLfcW:fi.«>2Sjt* 1 
Sr. 37°CT10;#R3^#>-f Mt 0 25 # 1 Ogfe 
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»?yh*L/.ME (4. ox 10 s ) SrJp&TglS&MteL^ 30 

•*1^TRJ&fr*ih^ (speedvac c 

oncentrator) Tjg|$§L. 100 { jl I OOSOi^H^^ h 9 £A 
(pH6.2) te*#Lfco WR*G>?W* y y^AB 
Pfc^^-MfcLs cAMP RIAteiO^Jf Lfc* 

[oils] Jz*<0Stt«r^i-W5)- (^Pfi4, 000-6,0 

00) £r N TSK CM-2SW^7^A (8,0X300 mm, Tosoh) T£> 

CM^*-^X»HPLCKiJ:0. &M-#I£Lfco 7Kw; 

10 ^f^llMl 7xn-;V*^^ {4.6X250nm H Vyda 
c) SSJtt^jttBondasphere C-18*9^ (4. 6 X 150mm, 300 
A, Waters) Sr«ffl LfciS?ttHPLCId J: 9 % fe»tt£IHK 
■ Ufc. 

[0116] (7K1//^^!J VO^Fifc^ff) 200 pm 
ol©|(JKr KJ^/^T'a.y VSr> Kangawa& s Biochenu 
Biophys, Res.Commun. 118, 131-139 (l984)i£lB®§to 
T ^ 5 CtoT, Mtc'*? i TJ*S-;& ^ ^ TMt 

20 (100 pool) ^^BBE^Wi (Model, 470A/120A, Ap 
plied BiQsystems) \£%*l?1z 0 TFW/^t^DWI 
0(^4^ St v 0. 0156 hi) N>-~X 100^^50 mM Tris-HC 
1 (pH 8.0) O50jul4», 3rtT?3fl#WJ s 400 ngCOT/^ 
-/Uz^ts K-^^^^^-if (Takara Shtizo, Kyoto, Japa 

ffrtbfc* CtbfeO^^K^^^^^hSr^ Cbemcoso 
rb 3 0DS H (2. 1X75 mm, Chemco, Osaka, Japan) CO^r 

V h*T*Hir$ (Model 470A/120A, App 

30 lied Biosystems) Tia^J5>WUs «^6tf^T KW ^ 
fa!)^r?/iEJ!l (HI) ^tfc, 52T^ 

5-52] (WB6) »«HPLCTf . *J*T KW^faJ) 

^tO[45-52]NH 2 Ufttm $tl^> w t a»fe« 

ofc 0 ^© i 5 t UT7 KU / !) y^iJIil ^ 

40 bfco aVlf;* — ^ (PRF-SEQDB, Protein Rose 

arch Foundation, Osaka, Japan) RJ C-^T"^ K. 

^y>" (AM) fc, t hCGRP (Morris^, Mature, 308, 7 
46-748 (1984)) , CGRP II (Steenbergh h > FEBS Let 
t,, 183, 403-407 (1985)) 3o£TfT$V> (amy) (Co 
operas Proc. HatL Acad. Sci. U.S.A., 84, '8628-86 
32 (1987)) t OiB58*B|g|ft tClB LTV ^J^i> 

so K«S*tei«6»*||ttt*a*&Wcc*ilBT 
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y i4jR*r ^ / cGRP£>£t£T $ 

[oil?] mifcm 2 ] 

(BMP) to^T*ft Sht O t' M»<0* 
ifc (KitaE>, Eur. J. Pharmacol., 202,' 73-79 (199 
1)) tiDWRUfco 2«*<0*(Wistar7y b "(300g) 
Kl s IKKrttC-O J^</Hf^ — /W- h y ??A (50 mg/k 
g) Sr^LTg^Sr^fco Statham j!l£3E$$I (pre 
ssure transducer) (P231 DSS, £ould) Kffiffll&tlt: 

^mmmzfr-T^ (pe-bo) *>b«»ftafcAjBE*^- 

Pt**«*^6fc*fc, Lit, sMKfc 

vov^^^lirtaMbfco OGRPfcSV^BT KW 

yf^y ^^f^O, 3nrcol/kg> l.Onmol/kg. *$£ 

JBfcTfWfljW^lifco >"3. 0 ronol/kg 

53±5,0ramHg W£Ht±3.E.M.. n=4) T*fcofc 0 

iTSttB, SIAWilB^lotfc^^tM 
S^^TV^^CGRPiP^T-fc5 0 «ot v TKW/f 

m^&^b Lfc 0 
[0 12 0] S1\ K[13-52]Na*\ ^Xt K 

y/V-T^ >1/^>^V^, ^^V^f&m (Applied 
Biosystems, 430A) KX , C*S7>;* (52fgO 
Tyr) Vfc, WBfcl 3tt<DN*«7;5 
4DCC/HOBtT?3|B-frS*X, B » K«r*J*L 

fee ib^/fF^y^^ 
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[0 12 1] ^O^f Kt±BOltt*^5 2<fe<£)T 

[0 12 2] (T K W ^ 7*a y 

#:S330— 390gCO3S|^>Wistar5 5^ hSr v Charles Riv 
er Inc^^lAtfco ?y fSr, SUSftaWfc J: 9 , 
h^/Vtf^— (50mg/kg) X^^U 

10 yvv (PE-250) ^r^Abfco spfc&jjnJE (MBP) *3<fcTJM> 
(HR) StathamS^l V^y*^ — 
A-P231D, Gpuld*±g£) ife^t**?^? (^^141- 
6. San-BittM) Kj^Ufc**Jfii»»]|R*yr»^V (P 
E-50) — Lfco ?E10<DJ?T*-T/l'%:&m&Mfr 

b^^M^PE-I0^x-"^/vSr»AUfco *rm»fliR4:ffi 
LT±tW:IMR^f— trtevyfc. or* 
y r K4r„ f^^y^-^ayfe {^Vveoo, Card! 
otheirtfc«) K£ot«ftLfc 0 tbJP^t^SE% 36^37 

20 [ 0 1 2 3 ] ? h Sr*««46^iB*3fe**s 4 
a*4ft*^«^bfct: KV/^f^ y V.(l,0nmol/ 
kg) (df8) fc5^ttWU«^«K4a*«bk (df8) 

10 12 4] W^^^^ (CI), ttffifi (SV 
I) , *3 X VtmfcffitSffisf y # * (TPRI) te, 
BT^^btmCbfc. CI (100g#:*S0»l/^) " '= 
30 >i>T$ Y^fy b/100gft:ffi N SV I (lOOg^fiS 0 jt* 1 
/fcf— h) =CI/HR, TPRI Cu • 100g#S) - 
MBP/Ch 
[0 12 5] t f7 Kv; a !) ^ft5V^/f H 

"e«l^»&o ^XC0at*^^tt±S, E. M. X* Lfco 
[0 12 6] H4te, 9^ hfc41M*«^lfc't 

A) ^rg#Lfct #<^MBP S EEs CI, SYHSitHPRI^H 

40 I 0 1 2 7] MBPtts HfTKV'/^^P^O 

tC, ClteitfSVIfi. ^#ADbfc e S*^2^XHRCD^^ 

[0 12 8] CJE1HM3) 

(T K^y ^x^. y vi?J:^oifJt^Mv^fcRIA&) 
50 (A) rKl//^9*»J VON*SWJOT^/KS!?«^ 
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S^T^^^S^^ K[3-12]&\ -<^K#^ 
"(Applied Biosystems, 430A) K <fc iot^ 

[0 12 9] -<^Ktl-12]10 mgifcttJ 6 *^***^ 
n^y V20 ntg^Tv 2 ml (DO. 1 My F V^^WM^ 

(pH 7.4) ^T^Vv^^/VT^t: K*fpfflS*T3B4 
bfc (MiyataS?, Biochem. Biophys, Res, Coramun. , 12 10 
0, 1030-1036 (1984)) 0 Sffrffl^JfeSrSO mMy h 
V !>Aiffiftf?ft (pH 7.4) /0. 08 K NaCl (£;fcf L T^ff 
U SrSft^fBSfe ftliyatafc, fulB) }^otMif« 

[0.1 3 0) ^^K^~12]^J:t)?^^Kt3-i23fc^ 

TV^Kitanmrabs Biochero. Biophys. Res. Commuru , 
109,966-974 (19S2)irJ^#£D*fetCj: ^trofc 0 20 

[0131] i-ftfc^, KSfl^ajStfV*^ K[l~12]fe 
& [3-12] 100 1. l:6,000^£D±f5Oj: 5*-bT 

i^jfe (Kitamura?^ Biochem* Biophy.s. Res, Conmmn, , 
161, 348-352 (1989) ) tCi <9 » Lfc 1 2 5 1»y 
K (18,000 cp K ) 50^1^^*^RIACr>^^%tr, 24 

^*»Y^^- (ARC-600, Aloka) 30 

-12] V ^fc4g# K [3-12] ^fc»fr R C 

-12]*5±T>[3-123 fciSSclta- KftP ^ K»*<D 
S^cRi#^l/2jfi«s 10 fool/tube^Bi&fenfco 
[0 13 2] Ifcte, T Ki^y^f^!) >-&*^fi^ti>f& 
V ^jkWT/^ ^ > (bsa) 2o^g^r^tfioo n 

1C00. 1M NH< HC0, 1 ^ g(D h V ^» {Worthingto 

^V^— -gjfe (KitamurkS>. Biochetu. Biophys. Res, C 
oiuiuil, 161, 348-352 (1989) t£ J: 5 HJgg Ufc J 2 6 Iflltft 
y^v-K (18,000 cpm) 60jwia*fefe.5RJ*»**4r* 2 

feW®tt&y #^>-£ — (ARC-600, Aloka) 
[0 1 3 3]-RIA?feteJ:oT, ±C#tJllilf**s ^ 50 
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■r*- lot; f^*: K[i-i2i*5J:tf-^ 

7°^ K[3-l2]tt s r K^/^f'a.!) ^KSEH-ftttfticojB 
[oi3 4] (B) rK>y^f^y^cffiito7 

A?£ ' 

B9Mt(0BW9 1 l 5 2fiS-e«t§^ 

7^ K[1-52]NH> ; 1 3fifc**b 5. 2ffi*-Cfc»*i-6[13 
-52]NH 2 N 4 Offia^fe 5 2ffi*T?tC^1-5^^ K[40 
-52]NH 2 , 4 5tt*>fc 5 2 tti-tffcWJSI-S^f 1 K[45 
-52] NH, , +Zrff- KI45-52], 4 7<4^fo 5 2&*^iC^f 
jgf^^^f K [47-52] NH 8 33 it^^ K [47-52], *5 
itfltt*^ 1 2te*T ; ^iS-r^-<^K[i-i2]^: > 
-<^K.*J**R (Applied Biosysteros, 430A) {Cj-^B 

C^T^y^ (5 2#@C0Tyr) ^t«4 0fc 4 
5fc 4 7tt*fcfi Ht©N*«7 5 S«^r 

[0 13 5] ^/i^^f K»#co*fifeti s »fBiH^(c 

[0 13 6] ^Zf'f- K [40-52]!^ 9,3 ragfe £T^9 

M^ti# b?i^ t>50iDg-f o 5 ®S)P^fc 0 
*#fettfc««*4:. ^v^X4 ( C^T-^i*Ufc 0 r 
©EJ6ft#«5«r, 500ml^^3g*ltt*K:»UT 500 

S^^l lml t * 5 J: 9 ^ISS Lfc 0 
[0 13 7] C(^tt3S(»^»« (1.5- 3ml) Sr. IgficO 

[0138] K[1-52]NH. . ^^f 1 K[40»52]N 

K ?v K[45-52]Mts K [46-52], K 

•[47-52]NH2, ^^K[47-52] % ^7°^ K[1^12] , CGR 
P. CGRP-II, teJlVTS y,V»C«"r5RIA*r. i3-^*- 
K/V^^>-tCOV^T*R^SttTV>5KitajiiuraC>, Bi 
oehem. Biephys. Res. Commun, , 109 r 966-974 (1982) 

[0 13 9] i-s5ttot>, RftM^aftO^^KlOO/iK 
1 : 180, OOOfi* CO ±IBC0 i5l-L T# 6 ^fc^ife^t50 m 
I, isXXf, tfAsh^s^tsf—te (A. E. Bolton*5£V 
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"W. M. Hunter s Biochemical J. (1973) 133, 529-539) 
9H^L.fc l "l^fty^>-'K (18,000 cpm) 50 1 

^^tv^ay^VKirSr, #y ^ y 
ft k J: 0 Lfc. 'Jl/yf. ct>S$:M«44£ y # !7 - 
(ARC-600, Aloka) 0^J^> h L, »t{*4 t CT2 

tfjfc, -<-7"^K[l-52]NH 2 ;K> s K[13-52]N[fc , ^ 

^ K [40-52] NH,, KE45-52]NHj , 33 J; t/^^ 

K [47-62] NH, £MtSt«3- K-ffcy # > KSrfr©*:*: 
EB.^coi/241:}*, llfmol/tube^fg^ ktlfc,, 

[0 14 0] RIAftfc:J:-oTs J-m#ilk.mi±, 
S^y^f- K [40-52] NH, ^K^te* 5 *. !>s § &>K, -^T^ 

F[l-52]Nft, ^fJ-.Y [45-52] NH,, K[47-52]NH 
e KM UTS XSJftftSr^Tf S £ fc > * bT/fc-^f K 
[45-52], F [47-52], Ktl-12]* CGRF, CG 

rp~ii, $s£t*t$ y >^^LTte£:xKJfctt£#u& 
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[0141] (T KW^'faU >-0#®.«TCD^*) 
tM>|g£, . 1. 0 g "TO t I? ^n^Ph- 5 te^ftOH 2 0 

Ltz, #*P«, 7kimSr 1 M[:/i5i 5 tc&Dx., -jftg-fe 

fc„ 24, OO0XgT30^«ja^BI LT#fcrttt#© JbW 
&v ^*lMfPifeT3P^{t;LT*5V>fcSep-Pak 018:27 — 
MJ yS? (Waters) iC^li, !ft***t;MMt5\ 0.1% 
10 > y 7/V^-P^cfa60%Tir ;V 3 mlT^tti L 

it B ^^tDT Kvy ^ra y ^§r, Ichikife, Bioche 
ra. Biophys. Res. Coronun. 187, 1587-1593 (I992){^fa 
t©*#TT\ TSK 0DS 120A (4.6X150 mm, Tosoh) * 
^ AfcftJB LfcS!*SHPLClc.fc *) $M»r Ufti 0 
[0 14 2] jffitBHPLCltiS-^^ h°<DWIlfe%m.fr-@r*> 

[0143] 

[ii] 



(imol/ag SMS) 



Si? 

WES 

m 



1. 900 
150 

1. 2 
0. 15 



± 
± 

< 
< 
< 



450 
24 
0. 16 
0. 012 

0.1 
0. 1 
0.1 



[0144] t htteBBikfis r K vj * f =. y 

**Kl*1irfcm*v 1,900±450 flnol/«g»a:*^A/-CVy 

fc. 7KKy^!)yesfc, jE*w*iiK , r , »=:t># 

*iC#feL, 150±24 fmol/rag-e*>ofc 0 TKW^f 
V\, CGRPtt, ttife^^Kt UT^ffeU JSf*5£t**: 

^itmntet hskmwz.nmtemm (19+5.4 fmoi/mi, 

n=4) t#SEt5rc#§^ht &oT, TtsMtt 

=l y ^f+ s 'skmmm^m^-r^m^^^t vxmm 

coffin ©aSfKi BGff S i 5 T 5 . 
[0 1.4 5] [UtetfH) 



(a) "^fm&MnfabvfT vy/ y >a>nm 

y VOOiSfMftt^CO^rfetCioT, ^7Fwyf 

40 JtSri»d»<flj^ ICH^StDlMIWfTlO^^L 
T, WttcO^cfT- If Ir^g'tt-ffc^-arfcc 

^XLfc, ^^e^+^XUfc^tos^^S:, 22,000 
Xg-C30»Bai»C^|BIL,-C»b*xfc±»«r s Sep-Pak C-. 
18^7— h y yiyfy A (20ml, Waters) ic^i(ifc 0 
i=>}C®*bfc«&, 0.1% by (TFA) & 

•gftf, 60%CH s CNT^ffiLfc o 

50 ^TL^ofc 0 itDRIAftit, -rT{^^*feW( 3 Tiis^fc <t 
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t Kv/^fa K[i-i2]t 

[0 14 7] *i\ S-<^ K»ffl*Sr, ^/VJSii^n 
(t777y^ 0-50, Fine, 3X150 c 
m) fc£!9#Jttbfco 10(7)«^MS£tt (ir) -T 

K^/^fa y ^S5, 000-6, o6o^aiss#x 

fc 0 £tD#BO^:/^Ktt. £ E>^TSK CM-2SW (8.0X3 
OOmra, Tosoh) # 7 A&/B^fcCM>-f ^^^HPLC^i 9 
£HftLfc 0 1 oc0±g^ir-7 K V / !) t 

*\ Sfefclphenyl (4. 6 X 250roou Vy'dac) #^A^HiV> 
(0 14 8] (B) 7^7Kl/;^f^y ^flHfc&fi 1 

±.mAmx'i§fbfrifcy*i?T Yuj^y*^ y ^ 100 pmol 

£\ Kangawa£>„ Biochenu Biophys. Res. Commun, , . 11 
8, 131-139 (I984)fc|BffiSnT^S*ifetefigoT. 
rtte£m~&/l<tfi*r$s?i^Mb (RCM) Ifco. #fc^fcR 
-CM-T KW ^5** y X*, igffiHPLCl??tt®bfc 0 «rMR 
CM-T KW^f^ y (Model, 4T0A 

/120A, Applied Biosystems) T5/S6iB9BSr 

. \s/**fa. JJ ^#100 pmol^r, o.oi%hy hv*r*tpo. 
lMNffiHCft 4\ 37°CT*500ng(D h i) T'ViyjS JlT/*-* h 

yzf^^n^MzzvmfctmisX, +<ttY??tr 

cosorb 3 0DS H (2.1X75 mm, Chemco, Osaka, Japan) 

^ h &«*BB5B^WaS (Model 470A/120A, Applied 
Biosystems) tl?WrL, HI6SK^7KV^ 
7^ P ^iT? -/ftK^SrftftLfc, 527*$ 
457KW)»7aP^ IfiC^^^/v^ K 

[0 14 9] t F7Kuy^7 f a!JytD4 0&(iD7^ 
K^;^.7a!ly07 5y»E?!|{i b>T K^"/^9* 
[0 15 0] (^fi*<07KW^fa!l VcDNA 
(A) ^9^-^-9^* 

U rtb^r^^^^— £ LT^Ky ^ y— iff^ — >y T 
£^3>i£ (PCR, Saiki, R. K. Science, 239, 487- 
494 (1988)) K1J:-pT\ OT^tcDNA7^^7U 

to 1 5 u ropcRic/8^5DNA;3-y =r-^-~ <omt, *s 
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*O**<0fWfctt, jSLToau-efcSo #T5:/®a»ie: 

^-DNA^-y StBBfctt, 

S*Lfcrsy»^34t*=>6>8fl:*sJ:W3 5tt^^4 US 
OBB5BSrX»C. *tt-etu*-y (I) (EW«bia 

?ii#-5§-3) *jj:t^^y^— {id (k^j*©e#j#* 

4) s tehmc&D =r-r— (in) (iffi«*c9BB59#» 
10 5) C0DNA*y =f"^— Sr-frfifcLfco r.Jlfeco 5 t»*y 

(III) B\ 7Kl//^fa!Jy*a-KU^S 

(DDNA^y^-Ht, «0h?*Sfc»*M^^ (Pharrn 
acia LKB Gene Assembler Plus, DNASynthesizer) 

[0152] (b) pcmm^&m^m<omm 

20 WMlfclxD^^^tt&Mo 

^—>Srffll/^ft:*jfe (Chomczynski, P, 6> % Anal. Bioche 
m>, 162, 156-159 (1987)) J; oTRNASrttffl Ufc c # 

y^ (dT) t;^p-7^7A {^rA^^T) ^fflv^ 
T#y (A) 4 RNAWULt 5 ju.g^^ffllMtSt 
^y (A) 4 RNA^t, Gubler»J:WHoffiMin<7>*iS6fc 
£oT. -*«cDNASr^Lfc 0 ii?)Z#«cDN 
AfcEcoRIT^:/*— ««*U ftteSephacryl S-300 

(7r/Wi/7) WX^SLT, IftWK^^ 

ftfcPf^SrXgtlOT — J* (Bethesda Research Laborato 
ry) iC'V^, Vfcf b a-e/^^^— ^y^U s cDN 

A7^/7^SrMlfc, 

[0 15 4] (C) PCRtCi^^^T K^/7f^^y V 
cDNAOiS«4:*:St 

±fcAflTT*#foi>fcDHa*p =f^— (1) t (ill) . & 

SV^tt (H) t (III) frfflV^T, ±ISB«T-#e^fc 
cDNA7^/7j^^, rhV/^fs!/>cDN 
A»r^ro*titfSrtTofco PCRfctt, iiilt, *BPer 
40 kin Elmer Cetus^tOAmpliTaq DNA #y^9"™ if^rffi 

■ itiS3feBtt^ Perkin Elmer Cetus?±C0Thermalih-f ^ 5 
-«r««U 94=01^, 37 0 C1^151M^K Slfttt 
V^T94°C50#. 48 < C50g>; 72°C 1 #Srl5lM ^/^TM«tI 

[0 1 5 5] f|ltcDNA77^y h'*r, yl/tf 
^XmnU ^BWKcDNA?^7 

T7" a - fcf > ^cDiCfflV^fco 
50 [0 15 6] (D) 7^7F>^faD^cDNA 
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I^^BIueScript^^^^ K£#fc 0 f*OcDNAjfA 

**S**HW* (Smal, Nael. *3j:t»taal) Tffl*rL 
fc c DNA^f b SrHKBlueScriptPf fci?-^ ^ T3 - 

•^>-^U ^tT, gfbDNA^— (373A. Ap 
plied Biosystems) £rJS^T. £V ^ 

10 15 7] ^5tt#&nfc7KW^fa!Jy.cD 
[O 1 5 8) C*J6WJ5) 

(t f7Kv/^f^yycDNA^^n.^y/) ± 

J:oT, !: F W ^7^ D V c DNA(0^ V 

[0 15 9] (A) cDNA7^y7!I^Hl 

H£ (Chomczynski, P. fe. AnaL Biochem. , 162, 156- 
159 (1987)) fc£oTRNA&»ttibfCo frV (dT) 
ir/Va— ^ft^J* {~7y)V^*/T) ^ffiV^^l) (A) 
^RNA^tlfcp dCD/Ky (A) + RHA^^ Gubl 
er$3 J; IJ^Hof f man^^ft fc £ o T s r.*II c D N A SrfF 
J&LfCo ^CDZl^cDHAfcEcoRIT^^ — SriftiSg 
U #tfcSephacryl S-300 (>t/W^T) 
■ IT, 1^7 KW ;*t*^ 1? ^^^TV^^ 
«s£;ft%®^£#fco #btlfcH^^XgtlOT — A (Be 
thesda Research Laboratory) fcV\}V ^VtfhnT*^ 

[0160] (B) tMKl//^7^y^cDNA 
£TFco£ 5iatfi^t 

7^D>cDNA77^>h^7 P P^iU, 

[0 16 2] ^*-^a^isfe-c»e> 

tttUT, ffl^XLBlueScript^^^ ^ K^#fc 0 ScgcO 
c DNA#A»ifrS:^^ n-ySrS?i]»^^fc e 
rC0^n-^Sr®a*fiJ|5W* (Smal, NaeK RsaI N 33 
£t£$acl) $r Ufc c DNA-Y >"ibr- V Srft^BlueS 
cript^fc*:/^ p-^^^U, -tUT, S»DNA^ 
— *rl/^— (373A, Applied Biosysteras) ^ffi^t, & 
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10 16 3] M$m<omm%i\^ :o £ 3 iat# 
• b^fccDNAia?y^en,jcM^r^T^ /^sr*f 0 

[0164] 6 3 

(proAM-N20(^«5t^*f) proAMHW3\ „hfSHS$$] 5,fc 

kw y >-<ot ? y RE3*j<&N^w#»E#jfci- 

£&B^i?$> >K £ 9 P^I-.^ffi^i^^>K^J## 1 <Z>- 7 ' 

10 4)]T&£ 1 > zi^t: 0 ^ — i?— ^ (PRF-SEQDB, Protei 
n ResearchFoundation, Osaka, Japan) *t?tt N [r] 

[0165] (proAM-^O^^^^/VT.^.^^fc^j-t" 
£f21P) proAM-N20£, -<^^ K^fiK48 (Applied Biosy 
stems, 43 1A) fc £ ± ot**U ^ffiHPLC 

[0 16 61 (A) *«^^WWItfr3WJ8B (4 0»; 4 
XlO^jtg/^-f ^rKrebs Ringer phosphate (K 

[0 16 7] &T=*A'T$>fr9&Mti<. proAM-N20X?f3: 
i.64^g/4X10 6 «S(n-2), MM"^02, 56 fi g/4X 10* 
*WJJ&T?fcofc 0 r CO J: ^r^AT^V^SifW 
proAM-N20CO^JP fc £ 9 $3$[j $ frfc* 

[0 16 8] (B) jfcfc. ±15 (A) Mll^ proAM- 
N20 (KT 6 M) Sr^bP LfcKRPfepf^ 1 ml tpTv 37°CT 5 —1 
3.0 0^MOtuMffiS:ffofc« N ^/^/<^-/l-(10" <i M)^^P 

[oi6 9] *y3;vr?yiM8itt, StRg-ei*14. 36 

j« g/4X iO 6 (n=2) ftitiK proAM-N20#j^g 5 

^rp1^±11.3lAtg/4X10 6 jfBIS, 10#WT?»:9> 19/*te/4 
x io 6 Wtfcofco ceo J: 5 fc. proAM-N20T8&«t«i" 

40 ^ttWffilJ^nfco 

[0 17 0] «S«7) 

(pr oAM-H20*5 J: «e * ^ Bf Jt Sr ffl V > fcRIA jfe) IBUS^E 

K [ ("73) - (-54) ] m , ^ <D N *$SfcTy r * #S P L fc-< 
^ KN-Tyr- [ (-73) - (-54) 3 NH 2 , 1 ^ - 

6 5tt^*>"-5 4^*Tfcmi-2>^7 e ^K[("-65)-(-5 

■ejewjesf a^r^ K[(-6i)-(-54)]nh,; »xxmm& 

50 ^ K[(-S8)-(-54)]WfcSr s 7x;^v'^^IV^ 



( 16 ) 
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'T, *<tt K*J*» (Applied Biosystems, 431A) lC<fc 

[0171] <^Zf*f- K[(-73)-(-§4)]Nft 10 mgjSjcU^ 
'^tfcal^n^y V20 raggr, S Kit (Goodf 

riendfe; Science, 144, 1344-1346 (1964)) K X *) s 



^g|vp7~~ 1 9 6 6 9 3 
30 



T4@, 50 nffly ^BW" M? 9 (pH 7. 4) /0. 0 

8 M NaClK»Ur 2EBIWbfco £ <PSW8£iR & >■ 

fflLfc 0 ^^KN»Tyr-C(-73)-(»54)]Nfttt, 
/V^^>^—if$fe (Kitatnurafe> Biochem. Biophys. Re 
s + Commun. , 161, 348-352 (1989)) fc«fc 9«S(ft Lfc* 
1 " ISWH Lfc-^^ Ktt. TSK ODS 120A#^A (Toso 

h) frm^ftmrnmhc^mis, hwt-ats^ 

10 17 2] R^CO^S^^^Kt{™73)»(-54)]Mfe& 

*F (18,000 cpm) lOO/U^JH^fco ^ORIAOEtiSiS 

^bfc^, 2,O0OXgT30^Wj*^MlL v ^VyF 
OMSIMr^!?^- (ARC-600, Aloka) tCjlDM 
5£Lfc* Sa5ti*4X^2|SfTofco Z^£5^L"C§E) 
Hfc«i*fe*3»lftj»*:*«>fco K [ (-73) - (-54) ]N 

It J: 5 *fe« a — Kffc y ^ K3»^**Bft#o l/2|t 
"tt, 10 fiuol/tubet^ffii&fcHfco 



[0 17 3] RIA«c»cj:o"t\ ±Bttott*R\ W^fc 
5-<^K[(-73)-(«54)]Nlfc fcSJfttttffcO, 

K[(-65)-(-54)]NH 2> " #iir<£tt KK-61>-(-6 

^ K[(~58)-{-;54)]NHe 5- & L Tft ^JLRJt^ ^ £ ^ 
r.t«S*>^ofco t£oT, ^7*^ R[(-73)-(-54)]NH 2 . 
^/^K[<-66)-(-64)]Hft\ *J:t^<^ Kt<-6l)-(-6 

10 [0 17 4] (proAM-N20CO#^I^^^>^^) t hO»J 



20 



30 



A G£M>Ws feOMv 

. «x m mwu Ms «s 

Jft$jt£r, l.Ogfoi^ ^m5{SStOH 2 0*t 

# y > o ^ $ Sr«VvT4'C'C^ j e^-f XUc 0 2 

* lM^WWbLT^VvfcSep-Pak C-18# — h y y 

(Waters) tel38»fl\ R#£fr;fc4Mt4\ 0,1%H)7 

^^3$S^SttproAWhN20Sr, t7rrV^^ G-50# ? 
A (.^T^^^T) SrJBV^^A^ifik TSK ODS 120A 
(4,6X150 mm, Tosoh) ^7 9 A ^rttffi L-fc^fSHPLC. *5 

[0 17 5] ®^HPLC^J:S^^K(OlSl3ESr*&^*> 

[0 17 6] 
[*2] 



^^JE^proAM-im 

cfitoi/mg sit) 





IS, 8 


± 


7. S3 




12,3 


± 


9.82 








L 11 




1.11 


± 


D« 62 






< 


0. 1 






< 


0.1 


BP 




< 








< 


oa 






< 


0. i 






< 


0.1 






< 


0, i 






< 


0. i 






< 


0.1 



[0 1 7 7] proAB-N20Bu t FSl'Slft^i^i 50 Cffit, 13. 8±7.93 fmol/rngMMS^T Wt 0 proA 
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M-N20«*fc, i>mK%&<&&VX^lt. '>ft«o P roAM y ^doit^KT Kvy^f^ y ffc^tfAJEfcT 

-N20tt> iMSE. lit, "SMS, Mfe /M»x fflW, BMk *5 • jWte*afjlii**l:«3WasaHtS^ 

J; tflSftfi < 4kW 3 ih-lt. * s lmg?l*fi £ 19 ' ■ i'&l&PMfl'A *r*i" ZMM^? K^*> « proAM-N20 

rdAIH(20©*tt, *»fcWti3fe.£?M«)» 5 ofc. U & £ t^proAM-N20%^if # ir 3 /VT S ^#HW«l*s««fe 

ofc 0 proAM-N20CD5j-*i±, T hV/^fa U M-N(10~20)*J iU^proAM-N(10-20)«r^N a f+y^ 

TKW^fa!)^ CGRF\ BNP, toRKJBfcLXV^A >0«5«*, &JfcJBE&if<Z>J: 5 ^flQIS^^OliMKlcWA 

■ [0 1 8 3 J ^Wd«fc?u£, g?x Ku/^f 

[0 17 8] 3yfc, t J- fa&mmWlCOpToM-mC><rM& ~ V ^&XXf^OMmfa*^- Ki-5DNABE?«, ttD 

tt. 12.3±9,82 fmol/mgSafiXfeofco b*»U <fr|* NAffi?ij**-f S^m-^ »36a^f 

■»{rj3*tS«o?SEBas**<; P roAM-N20?rS 5»Kfelft*s *5J;tm®ff*Km#^v^T KW^ 

[0 17 9] C&tt0|8] ' : • ■■ lW5J , 'b^/^fa y #Wi:rt:£T:fc*fc 

(proAM-N(10~20)c7JNa^-^^/V^-r 6^® proA SWItSattS - t^WH^ * £„ 

M~N(10-20) tt, -hfEHJ&M Bfci!)We>4>fci!to fcJEW [0184] $ fe fc s tbt, *7KW 

HcM5yD7KW>f a >ly«?7 5 7*^ y ^*5j;tmproAM-N20fc^-f-SfcL#:> ^fctfrSrffl 

/ ^la?lj©N*S#j£tC^JCS-f-5^Xfc t) s £ ttPSB 20 l^fcftP-ff Kl^y ^ 7*^ y j;t^roAM--N20&:5e 

WJ6S^S-<^KE<-64)-(-54)]-ete5. proAM~N(10-2 -f Ic^ft^?^ K^a#t*3x5„ rHiC^oT, 

0)£\ K-a-J^SI (Applied Biosystems, 431A) KJ-'/ ^tr-a y ^joit^proAM-NZO^ ifcOSS'irA/ 

, [0180] mmv^wm$&nmj& (4b#, 4xio s iB ^fe, ^tf^tejBv^&ciij&s-cs*,, 

i/f-f &Y$Pmffim~Xm&L>1t&, proAM-N It, T KW^v^y ^te&XfiproM-mQl^ m*^- 

( 1 0-20) * fc iiproAM-N20 (#10" 6 M) trSsfltt L, fcKRP^W^ * — t LTjiV 6. fu# S . 

lml*T% 37°CX5 ~*0#R©lW«ffl«rffo;fc«, J&A' [0 18 5] 

^=iwV(300/tM)?rSfebPUTW^lEr*0^, 2##e©iW& [IB??iJS?] 

^©"NaiAl^i'i'fW-v'ay*^?- 30 [0 18 6] 

At«ttt N S»iKS*ff*>-f , [ia?iJ##: 1] 

=3 — /UCDffl^ro^iCfcS 2^co^HBSrt^cO E! N aiSfSA : 1457 

.*«r?MEbfc. B5««)l!:8i» 

[0 1 8 1 ] ! * N a ??SASfis *HRT?*499. Snmole/v^ : H*« 

4 y (n=2)Xfcofc*s, proAM-N (10-20) T?f*29. Inmo S?— : S:^^ 

U/^jf ^^^.(n=2) N proAM-N20T-«70. Snmole/x -f W.?^MM : cDNA to mRNA 

yv'A(n=2)T?fcofc 0 r.<Di5Kl> "NagEASfipro 

AM"N(10-20)©»P(CJ; 9^70%, proAM-N20cD^JDfc.t £4&6 : fc I- 

'?»30%cOttiSiJ{ ; (3^l^i6lbtv7t„ ' 'fiWWWH 

[0 18 2], 40 W»«r«-t1B* : CDS 

[»W^>»*] fr%WK£fUt, rt7?i5}c s : 16 5, . 7 19 

sa?a ■' • • . 

GGCACGAGCT GGATAGAACA GCTCAAGCCT TGCCACTTCG GGCTTCTCAC TGCAGCTGGG 60 

CTTGGACTTC GGAGTTTTGC CATTGCCAGT GGGACGTCTG AGACTTTCTC CTTCAAGTAC 120 

TTGGCAGATC ACTCTCTTAG CAGGGTCTGC GCTTCGCAGC CGGG ATG AAG CTG GTT 176 

Met Lys Leu Val 



TCC GTC GCC CTG ATG TAC CTG GGT TCG CTC GCC TTC CTA GGC-GCT GAC 
Ser Val Ala Leu Met Tyr Leu Gly Ser Leu Ala Phe Leu Gly Ala Asp 



224 



( 18 ) ¥?mW>7 - 1 9 6 6 9 3 

33 34 
-90 -85 -80 -75 

ACC GCT CGG TTG GAT GTC GCG TCG GAG TTT CGA AAG AAG TGG AAT AAG 272 
Thr Ala Arg Leu Asp Val Ala Ser Glu Phe Arg Lys Lys Trp Asn Lys 

-70 -65 -60 

TGG GCT CTG AGT CGT GGG AAG AGG GAA CTG CGG ATG TCC AGC AGC f AC 320 
Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Met Ser .Ser Ser Tyr 

~55 -50 -45 

CCC ACC GGG CTC GCT GAC GTG AAG GCC GGG CCT GCC CAG ACC CTT ATT 368 
Pro Thr Gly Lett Ala Asp Val Lys Ala Gly Pro Ala Gin Thr Leu He 

. -40 -35 -30 

CGG CCC CAG GAC ATG AAG GGT GCC TCT CGA -AGC CCC GAA GAC AGC AGT 416 
Arg Pro Gin Asp Met Lys Gly Ala Ser Arg Ser Pro Glu Asp Ser Ser 

-25 -20 -15 

CCG GAT GCC GCC CGC ATC CGA GTC AAG CGC TAG CGC CAG AGC ATG AAC 464 
Pro Asp Ala Ala Arg lie Arg Val Lys Arg Tyr Arg Gin Ser Met Asn 
-10 -5 1 - 5 

AAC TTC CAG GGC CTC CGG AGC TTT GGC TGC CGC TTC GGG ACG TGC ACG 512 
Asn Phe Gin Gly Leu. Arg Ser Phe Gly Cys Arg Phe Gly Thr Cys Thr 

10. 15 20 

GTG CAG AAG CTG GCA CAC CAG ATC TAG CAG TTC ACA GAT AAG GAC AAG 560 
Val Gin Lys Leu Ala His Gin. lie Tyr Gin Phe Thr Asp Lys Asp Lys 

25 .30-35 
GAC AAC GTC GCC CCC AGG AGC AAG ATC AGC CCC CAG GGC TAC GGC CGC 608 
. 1 Asp Asn Val Ala Pro Arg Ser Lys He Ser Pro Gin Gly Tyr Gly Arg 

40 45 50 

CGG CGC CGG CGC TCC CTG CCC GAG GCC GGC CCG GGT CGG ACT CTG GTG 656 
Arg Arg Arg Arg Ser Leu Pro Glu Ala Gly Pro Gly Arg Thr Leu Val 
55 60 65 70 

TCT TCT AAG CCA CAA GCA CAC GGG GCT CCA GCC CCC CCG AGT GGA AGT 704 
Ser Ser Lys Pro Gin Ala His Gly Ala Pro Ala Pro Pro Ser Gly Ser 

75 80 85 

GCT CCC CAC TTT CTT TAGGATTTAG- GCGCCCATGG TACAAGGAAT AGTCGCGCAA 759 
Ala Pro His Phe Leu 
90 

GCATCCCGCT GGTGCCTCCC GGGACGAAGG ACTTCCCGAG CGGTGTGGGG ACCGGGCTCT 819 
GACAGCCCTG CGGAGACCCT GAGTCCGGGA GGCACCGTCC GGCGGCGAGC TCTGGCTTTG 879 
CAAGGGCCCC TCCTTCTGGG GGCTTCGCTT CCTTAGCCTT GCTCAGGTGC AAGTGCCCCA 939 
GGGGGCGGGG TGCAGAAGAA TCCGAGTGTT TGCCAGGCTT AAGGAGAGGA GAAACTpAGA 999 
AATGAATGCT GAGACCCCCG- GAGCAGGGGT CTGAGCCACA GCCGTGCTCG CCCACAAACT 1059 
GATTTCTCAC GGCGTGTCAC CCCACCAGGG CGCAAGCCTC ACTATTACTT GAACTTTCCA 1119 
AAACCTAAAG AGGAAAAGTG CAATGCGTGT TGTACATACA GAGGTAACTA TCAATATTTA 1179 
AGTTTGTTGC TGTCAAGATT TTTTTTGTAA CTTCAAATAT AGAGATATTT TTGTACGTTA 1239 
TATATTGTAT TMOGGCATT TTAAAAGCAA TTATATTGTC CTCCCCTATT TTAAGACGTG 1299 
AATGTCTCAG CGAGGTGTAA AGTTGTTCGC CGCGTGGAAT GTGAGTGTGT TTGTGTGCAT 1359 
GAAAGAGAAA GACTGATTAC CTCCTGTGTG GAAGAAGGAA ACACCGAGTC TCTGTATAAT 1419 
CTATTTACAT AAAATGGGTG ATATGCGAAC AGCAAACC 1457 
[0187] m<DW : H*tf£ 

lW$m^ : 2 ] h # u : WJfflk 

Ifi3*J<D;K£ : I 4 9 3 mZWnm : c DNA t o mRNA 

mm<om : mm - so mm 



( 19 ) 



7-196693 



35 



36 



-ft 



CDS 



GCGGAACAGC TCGAGCCTTG CCACCTCTAG TTTCTTACCA CAGCTTGGAC GTCGGGGTTT 
TGCCACTGCC AGAGGGACGT CTCAGA'CTTC ATCTTCCCAA ATCTTGGCAG ATCACCCCCT 
TAGCAGGGTC TGCACATCTC AGCCGGG ATG AAG CTG GIT CCC GTA GCC CTC ATG 

Met Lys Leu Val Pro Val Ala Leu Met 
-90 

TAG CTG GGC TCG CTC GCC TTC CTG GGC GCT GAC ACA GCT CGG CTC GAC 
Tyr Leu Gly Ser Leu Ala Phe Leu Gly Ala Asp Thr Ala Arg Leu Asp 
-85 -80 -75 -70 

GTG GCG GCA GAG TTC CGA AAG AAA TGG AAT AAG TGG GOT CTA AGT CGT 
Val Ala Ala Glu Phe Arg Lys Lys Trp Asn Lys Trp Ala Leu Ser Arg 

-65 -60 -55 

GGA AAA AGA GAA CTT CGG CTG TCC AGC AGC TAG CCC ACC GGG ATC GCC 
Gly Lys Arg Glu Leu Arg Leu Ser Ser Ser Tyr Pro Thr Gly He Ala • 

-50 -45 -40 

GAC TTG AAG GCC GGG CCT GCC CAG ACT GTC ATT CGG CCC CAG GAT GTG 
Asp Leu Lys Ala Gly Pro Ala Gin Thr Val He Arg Pro Gin Asp Val 

-35 -30 -25 

AAG GGC TCC TCT CGC AGC CCC CAG GCC AGC ATT CCG GAT GCA GCC CGC 
Lys Gly Ser Ser Arg Ser Pro Gin Ala Ser He Pro Asp Ala Ala Arg 

-20 -15 -10 

ATC CGA GTC AAG CGC TAC CGC CAG AGT ATG AAC AAC TTC CAG GGC CTG 
He Arg Val Lys Arg Tyr Arg Gin Ser Met Asn Asn Phe Gin Gly Leu 
-5 1 5 10 

CGG AGC TTC GGC TGT CGC TTT GGG ACG TGC ACC GTG CAG AAG CTG GCG 
Arg Ser Phe Gly Cys Arg Phe Gly Thr Cys Thr Val Gin Lys Leu Ala 

15 20 25 

CAC CAG ATC TAC CAG TTC ACG GAC AAA GAC AAG GAC GGC GTC GCC CCC 
His Gin He Tyr Gin Phe Thr Asp Lys Asp Lys' Asp Gly Val Ala Pro 

30 35 40 ■ , 

CGG AGC AAG ATC AGC CCC CAG GGC TAC GGC CGC CGG CGC CGA CGC TCT 
Arg Ser Lys. lie Ser Pro Gin Gly Tyr Gly Arg Arg Arg Arg Arg Ser 

45 50 55 

CTG CCC GAA GCC AGC CTG GGC CGG ACT CTG AGG TCC CAG GAG CCA CAG 
Leu Pro Glu Ala Ser Leu Gly Arg Thr Leu Arg Ser Gin Glu Pro Gin 
60 65 70 75 

GCG CAC GGG GCC CCG GCC TCC CCG GCG CAT CAA GTG CTC GCC ACT CTC 
Ala His Gly Ala Pro Ala Ser Pro Ala His Gin Val Leu Ala Thr Leu 

80 85 90 

TTT AGG ATT TAGGCGCCTA CTGTGGCAGC AGCGAACAGT CGCGCATGCA 
Phe Arg He 

TCATGCCGGC GCTTCCTGGG GCGGGGGGCT TCCCGGAGCC GAGCCCCTCA GCGGCTGGGG 
CCCGGGCAGA GACAGCATTG AGAGACCGAG AGTCCGGGAG GCACAGACCA GCGGCGAGCC 
CTGCATTTTC AGGAACCCGT CCTGCTTGGA GGCAGTGTTC TCTTCGGCTT AATCCAGCCC 
GGGTCCCCGG GTGGGGGTGG AGGGTGCAGA GGAATCCAAA GGAGTGTCAT CTGOCAGGCT 
CACGGAGAGG AGAAACTGCG AAGTAAATGC TTAGACCCCC AGGGGCAAGG GTCTGAGCCA 
CTGCCGTGCC GCCCACAAAC TGATTTCTGA AGGGGAATAA CCCCAACAGG GCGCAAGCCT 



60 
120 
174 
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270 



318 



366 



414 



462 



510 



558 



606 



654 



702 



751 

811 
871 
931 
991 
1051 
1111 



[0 18 8] 



[0 18 9] 

KJ?*JO«* : 2 3 

wsm<om 



[0 19 0] 

5] 

K#fcO*£ : 2 0 



( 20 ) , m 

.-37 38 

CACTATTACT TGAACTTTCC AAAACCTAGA GAGGAAAAGT GCAATGTATG TTGTATATAA 

AGAGGTAACT ATCAATATTT AAGTTTGTTG CTGXCAAGAT TTTTTTTTGT AACTTCAAAT 

ATAGAGAtAT TTTTGTACGT TATATATTGT ATTAAGGGCA TTTTAAAACA ATTGTATTGT 

TCCCCTCCCC TCTATTTTAA TATGTGAATG TCTCAGCGAG GTGTAACATT GTTTGCTGCG 

CGAAATGTGA GAGTGTGTGT GTGTGTGTGC GTGAAAGAGA GTCTGGATGC CTCTTGGGGA 

AGAAGAAAAC ACCATATCTG TATAATCTAT TTACATAAAA TGGGTGATAT GCGAAGTAGC 
AAACCAATAA ACTGTCTCAA TG 



^7- 1 9 6 6 9 3 

1171 
1231 
. 1291 
1351 
1411 
1471 
1493 



n*dna 



CARTCNATGA AYAAYTTYCA RGG 



mm 

CARAGYATGA. AYAAYTTYCA RGG 



mm 

ACNCCRTCYT TRTCYTTRTC 

Ill 2] hJtfeJWUIA^TK^/^^* 
li V (AM) % CGRP, CGRFII, #>£UT* V > (amy) ^ 



23 



23 



20 *W>#:-*gl 



20 

30 (a 4] #38 93 cot: hW&iMbKAAOT Kl^y^f^ 



[Hi 3 



H-iiiii-H > ■ ■ - -—- ■ Rgz < >— ana- 



1 1 : ite* 



Lv«- 1 i e-5»r-Pf o-O Jn-G \ y-TyiMflh - 

UK6 ^ 



( 21 ) 



7-196693 



'IB 2 1 



IP 3 J 



AM 
CG3XP 

CGttP tt 



S 



70 



^"5 400 

1 BB 



I ■ 



(C EltTATC AT DHL AH F L VilSSN M Ffl A I tSSTH VOSHT - V - NH* 

A A 1 "it 



[H4] 






55 
6.S 





-10 o 1o sa 



so 



(51) Int. CI. * 

C 0 7 K 16/18 
C 1 2N 
C 1 2 P 



C 1 2 Q 



15/09 
21/02 
21/08 
i/6'8 



G O 1 N 33/53 



C 9282-4B 
9161-4B 
A 9453— 4 B 
D 



F I 



